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Project Summary Table
SUMMARY:  Incidence of MEOPLASTIC Micrescepic Findings
PROJECT 10. NO: ERDYLT FATES: ALL PAGE I3
DAYS : ALL SEX: FEMALE
GROUP ; == my/kg 0 mg/ky 5 mg/kg 15 mg/kg 50 mg/kg -
NUMBER OF ANIMALS: S0 50 50 . 50 50
 } & ] 4 ¥
thyroid 1 ¥ Ex 46 50 &9 (3 49
follicle cell carécinama 0 1 0 0
C-cell tumor 8 1 1 2 3
-
thyreid 2 fEx 46 49 [7 48 48 R
C-cell tumor 1 A 2 3 2 i
r
£
tibia # Ex S50 S0 50 S0 49 i
torgue # Ex 49 50 50 50 S0
trachea P EXx &9 50 50 50 50
ureter ¢ Ex 0 [+} 0 /] 0
urinary bladder # Ex 50 50 45 45 48
uterus / ut.-cervix / vagina # Ex &9 50 50 50 50
polyp 9 2 & [ 3
granular cetl tumor 0 0 -1 0 -Q - - oo I
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Project Summary Table
- RIMMARY:- Ineldence of -NON-NEOPLASTIC Microseopie Firclings -

PROJECT ID. NO: KRO143 FATES: ALL PAGE 34
DAYS @ ALL SEX: MALE
GROXP : - g/kg 0 eg/ky 5 og/kg 15 mg/kg 50 og/kg
WUMBER OF ANIMALS: 50 : 50 50 S0 50
| ¢ ] ] ¢
abdomnimal cavity 2Ex X 0 2 1] 0

peritenitis ' 0 0 1 0 0
-
adipose tissue #Ex 9 0 0 3 1 B g
necrosis 3 0 o 2 o )
purulent inflammation 1 ) 0 ) 0 5
- chronic steatitis & 0 0 2 1 F4
edemy 1 0 0 ] 0 i
adrenal 1 # Ex 4B 50 49 50 50
cortical fat vacuoles 9 14 17 - 19 20

cortical hyperplasia

-
~
-
o
-
w
-
N
-
i

cortical necrosis 0 2 2 1 [+] i
hemorrhage 2 3 0 [+] 1

blood-filled cyst 2 10 6 8 6

extramedul lary hematopoesis 1 2 0 (1] 0

calcification 2 0 [s] [1] ]

pigment deposits 17 16 17 25 Y]

extracapsular hernia 1 [+} 0 0 0

cortical hypertrophy 1 0 [+] 1] Q

Z.g9lomerulosa hypertrophy 3 Q 0 0 0

z.fasciculata hypertroghy 1 [+} 0 0 0

extracortical nodule [ 5 2 & &

lymphe-histiocytic infiler,- 1 0 0. [+] 0- - - - -
cortical atrophy / recrosis 0 0 [} 0 1

hyperemia / congestion 1 -1 é 7 14

thrombosis 3 4] o 1} 1

purulent adrenalitis 1 0 0 0 1

meaul Lary hyperplasia
intravascular foreign material
ecsimophilic Tnfiler.

-

- O N
-

o o &
(]

o O -
w

o 0O -
L4

-~ O

leukocytostasis 0 -3 2 S 5

adrenal 2 ® Ex 49 (1] 8 50 50
cortical fat vacuoles 26 19 16 18 19
cortical hyperpiasia 1" 13 10 13 10
cortical necrosis 1 1 1 e (1] -
hemorrhage 1 -3 0 1] 1

(Repart Continued)
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-Project Summary Table
SUMMARY: Incidence of NON-NEOPLASTIC Microscopic Findings

PROJECT 1D. ND: KROT43 FATES: ALL PAGE 35
DAYS 3 ALL SEX: MALE
GROUP : -- wg/kg 0 mg/kg 5 wg/kg 15 mg/ky 50 mg/ky
NUMBER OF ANIMALS: S0 50 S0 50 50
4 # ¥ | ] #
. adrenal 2 ' ® Ex 49 49 48 50 50
blood-filled cyst 3 12 [ 2 6
extramedul lary hematopoiesis 1 1 0 0 0
calcification : 1 0 0 0 0 =
pigment deposits 13 17 14 28 3%

extracapsular hernia 1 0 1 0 1 B
cortical hypertrophy 2 [1] o 0 0
extracortical nodule 7 8 4 7 3 _ E
lympho-histiocytic infiltr. 0 0 0 1 0 3
cortical atrophy / necrosis 0 0 0 0 1 )
hypereaia / congestion 1 &4 3 7 "
thrombosis 0 0 1 0 1
purulent adrenalitis 1 1] (4] 0 1
medul Lary hyperplasia 28 1 18 - 3 27
intravascular foreign material [+} 0 0 0 1
eosinophilic infiler, 1 0 1] 0 0
leukocytostasis 0 3 3 ] 5
all organs #Ex 8 13 17 14 16
bacterial growth . 1 0 2 0 0
autolysis 8 13 14 14 16
morta #Ex 50 50 &9 50 50
medial caleificatian 3 1 0 +] ]
peri- / vasculitis 0 ] 0 0 - - - -
lekorytostasis [+] 0 0 0 2
body opmnings B £Ex O 0 o 0 0
bore # Ex 0 1 Q2 0 1
chronic osteamyelitis 0 0 0 o] 1
hesled fracture 1] - - 1 0 0 (1]
brain : # Ex 50 . &9 59 50 47
lympho- histiocytic infiltr. 0 2 0 1 1
hemorrhage 0 0 0 ™~ 5 - -

(Report Continued)
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Project Summary Table
SUMMARY: Incidence of NOM-NEOPLASTIC Microscopic Findings
PROJECT ID. NO: YRO43S FATES: ALL PAGE 36
DAYS @ ALL SEX: MALE
GROUP ¢ -+ ma/kg 0 wa/ky S sg/ky 15 maskg 50 wa/kg
WUMBER OF AMIMALS: 50 50 50 S0 50
* L L 1 [
brain #Ex 50 49 50 50 134
thalamic compression 2 2 0 1 3
internal hydrocephalus 0 0 0 0 1
red malacia 1 0 3 1 2
white malacia 0 1 0 1 1 T
setellitosis 0 1 0 0 2 —
neuronal / axonal degeneration 1 12 2 4 1 -
hyperemia / congestion rd s] F 1 [ i
meningeal calcification 1 0 ] 0 1 r
bacterial growth 4] 1 Q [«] 0 z
neuronal caleification 0 0 0 1 ]
septic meningoencephalitis 1 0 (1] 0 0
intravastular foreign material 0 0 0 0 1
cecun # Ex 49 49 48 50 &7
enteritis 1 0 0 2 0
edema 1 0 1] 2 0
peri- / vasculitis 0 0 1 0 0
necrasis 1 0 1 1 0
Lymphoeytic hyperplasia 1] 0 0 1 2
intramycosal hemorrhage 0 0 0 1 0
bacterial growth o 0 ] 1 0
dilstation 0 0 0 1 0
calon 2 Ex 4% 49 48 50 48’ . _
uleer 1 1 0 0 o ) )
edama 1] ] 0 "] 1
rem-todes 0 1 1 0 0
recrosis 1 [¢] 1 [+} Q
Lymphocytic hyperplasia - 0 [+] 0 0 1
hemorrhage [+] 1] 1 [} [+]
enteritis 1 (4} 0 <] ]
mucosal etrophy 1] [+} 0 1 0
sub- / mueosal cdema 0 1 Q 0 0
¢iaphragma #Ex 0 [+] 0 0 ’ [

, (Report Continued)
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Project Summary Table
SUMMARY: Incidence of NON-HEOPLASTIC Microscopic Findings

PROJECT ID. NO: KRO143 FATES: ALL

PAGE 37
DAYS : ALL SEX: MALE
GROUP: -~ mg/kg 0 mg/kyg 5 maskg 15 wg/kg 50 mg/kg -
WUMBER OF ANIMALS: S0 50 50 : 50 50
# # # # #
codenun # Ex 49 49 48 S0 48
ectopic Intramucosal pancreas o 0 1 1 0
ear/axditory duct 2Ex O Q 0 0 0 -
= -
S 5
epididynmis 1 # Ex 4B 48 49 L9 4B (4
atrephy - 42 37 36 41 38 £
aspermia 2 0 [¥] 1 1 ’
inflammation 1 0 0 [} 0
lympho-histioeytic infiler, 1 1] [ 0 1]
dyspermia 2 I3 & 1 3
oligospermis 1 5 A 3 1
fibrosis 11 13 12 .} 9
epididymis 2 ¢ Ex &6 48 49 S0 46
degeneration [4 0 - 0 1 [}
atrophy 39 35 37 42 36
aspermia 2 0 0 4] 1
eligospermia 1 & 0 [ 0
: dyspermia 4 5 4 0 2
fibrosis 9 13 13 8 9
peri- / vasculitis (/] 0 1 0 0
tubular calcification 0 0 0 [+] 1
esophagus # gx 50 49 50 50 49
peri- / epi- / esephagitis 1 Q 0 o 0
suo- / macosal bleeding 0 1 0 o 0
extremities £Ex O 0 o} Q 0
eye 1 WEx S0 T T 4B 49 49 48
keratitis 1 a 0 1 2
- Aritis 1 0 0 0 0
yveitis ' 2 o 1 2 0
retinal gegener. / atrophy 12 12 12 R 7 et

(Report Continued)
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Project sSummary Table

SURMARY: -

Incidence-of NON-NEOPLASTIC Micruscopiec Firdings— -

PROJECT 1D. MO: KRO143 FATES: ALL PAGE 38
DAYS & ALL SEX: MALE
GROUP ¢ == mg/kg 0 my/kg 5 mg/kg 15 mg/kyg 50 mg/kg
NUMBER OF ANIMALS: 0 S50 - 50 50 S50
# # 2 # ¥
eye 1 ¥ Ex 50 48 L9 49 48
orbitel inflammation 1 0 Q 0 i
anterior chamber hemorrhage 2 o] a 1 1
optical nerve degeneration 0 1] [+] 0 1 -
grandlana 13 H [ 4 8 -
connective tissue calcific., 3% 35 33 36 38 =
periorbital blood 2 2 [+} 1 3 3
lympho-histiocytic infiltr. 1 2 0 3 0 r
hemssiderin deposits 1 0 0 0 0 z
degeneration of vitreous body 1 [} 0 3 1
bacterial growth (] 1 0 0 0 -
leukocytostasis 0 Q 0 0 1
intravascular foreign material o0 0 0 0 1
eye 2 # Ex S0 48 L9 49 [4]
keratitis 1} "] 1 1
uvelitis 0 0 1 1
retinal degener. / atrophy 12 12 13 9 9
snterior chamber hemorrhage [4} 0 1 1
gramgloma -] 7 S 5 8
comnective tissue caleifie. 39 36 32 34 38
periorbital blood 16 [ 1 1 2
{ympho-histiocytic infilor, 1 1 0 4] 0
degeneration of vitreous body 1 1 1] 3 [}
leukocytostasis 1 0 "] 1 1
intravascular foreign saterial 2] '] 0 0 1 B - -
forestomach # Ex 50 S0 50 Su 50
hyperkeratosis . 0 1 0 0 0
erasion 2 0 o 0 0
ulcer 1 0 o 0 1]
sub. edema 1 0 [+] 1 o
calcification, muscular 0 0 [ 7 2
hyperplasia 2 . 1 2 4 2
general used prefered terms # Ex 0 0 0 1 1}
angiomatous hyperplasia [} 0 [V} 1 0

(Report Continued)
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SUMMARY: Incidence of HON-NEOPLASTIE Microscopie Findings
PROJECT ID. NO: KRO143 FATES: ALL PAGE 39
DAYS 1 ALL SEX: MALE
GROUP: ~- my/kg 0 mg/kg Swi/kg 15 mg/kg 50 mg/kg -
NUMBER OF ANIMALS: 50 50 50 S0 50
] 2 | ] I L ]
glandular stomach (Grimelius) # Ex 39 32 krd 4 30
GPC, diffuse 39 n n h-7] 30
GPC, focal hyperplasia [} 0 3 3 2
GPC, chains 2 0 14 15 12 —
GPC, micronadules 0 0 0 i 3 -
GPC, submucosal growth 0 0 0 4 [ - e
GPC, decreased 0 1 1 1 0 i
GPC, distribution 39 32 32 32 30 r
4

glandular stomach Cantrum) # Ex 49

£~
0
w
o
w
o
w
o

mucosal hyperplasia 0 9 é 12 19
erosion 4 8 é 0 1
ulcer 0 0 1 0 9
epithelval hyperplasia 0 0 3 5 4
vascular necrosis in adnexes 1 0 0 0 0
fat necrosis 1 0 0 /] 0
glandular ectasias 9 1 [+} 0 1]
epithelial eyst 1] 0 1 0 0
squamous cell metaplasia [+] 0 0 1 0
subm, mixed cell infiler. 0 3 0 1 0
lymphfollicle 1] 0 & 4 10
glandular stamach (fundus) # Ex S50 &9 50 50 50
parietal cell vacuolation 0 0 0 4] é
mucosal hyperplasia/falding - 15 13 &7 49 [V - - - I
gland. ectasia 17 16 k7 (¥4 &1
cyst 0 0 1 [
erosion 20 19 a 14 3
ulcer & 2 /] 2 0
necrosis o7 0 4} 0 0 4
eosinophilic chief cells 0 0 34 40 39
tubm. mixed cell infiltration 1 1 4 2 2
subm, edema 3 2 $ 5 B |
subm. glandular hyperplasia [} o 1 2 o
bleeding 1 T 7o 0 0 0
foveoler hyperplasia 2 2 0 o o
basal fibrosis 1" 7 20 26 )
vascilar calecification 4 B -] 7 1
cell atrophy 5 0 1] 0 — 0 —

(Report Continued)
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FMMARY:  Incidence of NON-NEQOPLASTIC Microtcopic Findings

PROJECT ID. NO: KRO143 FATES: ALL PAGE 40
DAYS : ALL SEX; MALE
GROUP : =-= mg/kg © mg/kg 5 mg/kg 15 mg/kg 50 mg/kg
NUMBER OF ANIMALS: 50 50 50 S0 50
L ¥ [ ] ]
glandular stomach (fundus) # Ex 50 &9 50 50 50
" congestion/hyperemia 0 9 ] 1 1
calcification, mscular (1] 1 0 1 (/]
mxcosal Lymphfollficles 0 0 0 1 1 .
regenerative hyperplasia [} 0 0 2 1"
vasculitis 0 0 Q 0 2 -
eosinophilic infiltr, 0 o 4 20 = o=
) 5
~ r
heematopoetic system ® Ex 27 16 21 20 27 ﬁ
reactive hyperplasia 0 0 0 0 ’ 4.
harderian gld. 1 ¥ Ex 4% 50 50 &0 49
chronic inflamgation 0 5 2 3 3
wobular atrophy 0 0 1 0 0
chromodacryorrhea 4B 48 50 (14 48
intraglandutar blood 0 4 4 2 4
lobular hypertrophy 1 0 0 0 0
lymoho-histiocytic infiltr. 9 13 9 11 [}
acute inflammation 1 0 0 2 0
necrosis 1 0 0 0 0
granul oma 0 0 o 0 1
acinar hyperplasia 0 0 0 1 0
hyperemia / congestion /] 0 [} 2 0
bacterisl growth 2] 1 ] 0 0
levkocytostasis 0 0 0 0 1 _ R -
harderian gld. 2 # Ex S0 50 50 50 49
chronic inflmmmation 1 4 1 S 5
lobular atroghy - 1 0 [+] .1 [}
chromodacryorrhea [1- 48 48 49 49
intraglandular blood " 19 9 19 3
lympho-histiocytic infiler. 10 2 s . B 4
granul oma 1 0 0 (4} 2
scinar hyperplasia 1 - - 1 ‘e 0 0
hyperemia / congestion 0 0 0 1 0
bacterial growth [) 1 0 0 0.
leukscytostasis 0 1] 9 0 1

{
}

(Report Continued)
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Projeet Summary Table
SUMNARY: Incidence of NON-NEOPLASTIC Micrescopic Fimdings

PROJECT [D. NO: KROV43 FATES: ALL PAGE 41
DAYS 1 ALL SEX: MALE
GROUP : -= mg/kg 0 ®/kp S mg/kg 15 og/kg S0 ma/kg
NUMBER OF ANIMALS: 50 50 50 50 50
f # # ] F ]
heart fEx S0 50 50 50 S0
chronic myocarditis 24 20 16 23 1%
myocardial hemosiderosis S 2 4 1 7 —_
myocardisl fibrosis n 17 3 18 28 -
peri- / vasculitis 2 2 2 1 1 .; -
R fiber calcification 0 1 Q 1 0 -
chondroid metaplasias 0 3 1 4 3 E
myocardial degerweration 1 ] 3 & 2 Fd
{ympho-histiocytic infiltr. 7 6 6 5 7 v
vascular calcification 33 10 n 33 28
leukocytostasis 0 0 1 0 1
thrombosis 5 [+} 1 3 7
septic myo-/endocarditis 2 1 1. 1 k]
hyperemia / congestion 0 1] 0 0 1
granul ama 0 0 1 0 0
fibrinoid media necrosis 0 1 0 0 Q
intravascular foreign material 0 0 0 0 1
ileum ¥ Ex 4% &9 &8 S0 &7
lymphocytic hyperpleasia 2 9 7 [ 6
necrasis 0 1] 1 0 0
hyperania / congestion 0 0 1 0 [}
wucosal hyperplasia 0 1 0 -0 0
ischiadic nerve # Ex 50 50 48 50 48
peri- / neuritis a [+ 1 0 [+]
leukocytostasis 0 0 0 0 1
jejurwm 8 Ex &9 49 . . 48 50 48
ulcer 0 1] 1 0 [+)
necrosis 1 0 0 0 0
lymphocytic hyperplasia 0 1 o 1 1
reparative gramulation tissue 0o - -0 1 [} 0
joints #Ex O o ] 4] 0
—— —

{Repart Continued)
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Project Summary Table LT
SMMARY:  Incidence of NON-NEOPLASTIC Microscepic Findings |

PROJECT ID. NO: ERO1LS : CRATES: ALL 0 T T ¢ T T

PAGE &2
DAYS = ALL SEX: MALE
GROUP: == mg/kg 0 mg/kg 5 ng/kg 15 mg/kg 50 mg/kg
MUMBER OF ANIMALS: 0 50 50 50 50 -

"

L]
"
»®
*

kidney 1 ¥ Ex 50 50 so

50 50
chron,progressive nephropathy 43 I3 k13 42 40
dilated tubules, casts 2 0 1 4
prelonegheitis

-
o
-]

o

pelvic epith. calcification
interstitial mephritis

L -]
ny
-
(=]
]
|

0 1 2 3 4 o
pigment deposits 30 30 30 28 34 -
tubular ealcification 0 5 5 5 2 B
tubular cell regeneration 0 1 2 2 3 ;
hyperemia / corgestion 1 S [ 7 7 -
Llympho-histioeytic infilter. [«] 1 1 2 1
levkocytostasis 0 0 0 1 2 -
agonal bleeding 1] 1 1 0 0
intravascular foreign material 0 (1] o 0 1
necrosis 2 0 [1} 0 1]
septic nephritis 1 0 0 1 0
tubular celt hyperplasia 0 0 0 0 1

kidney 2 ® Ex 50 50 50 S0 49
chron. progressive nephropathy 43 41 36 &2 40
dilated rubules, casts 2 0 3 1 &

Prelonephritis 0 1 0 0 0

interstitial nephritis 0 1 2 3 4

pignent deposits 30 29 30 7 3

tbular catecification 1 4 5 3 0

tubutar cell regenaration 0 0 0 1 2 . .
hyperemia / comgestion 1 5 9 7 7 i )
lympho-histiocytic infiltr. 0 1 0 k1 1]

leukocytostasis | 0 0 1] 1 2

agonal bleeding 0 1 0 0 0

intravascular foreign material 0 0 0 0 1

necrosis 1 0 0 0 0

septic pephritis 1 0 1} 0 0

Liver # Ex 50 - .50 50 50 S0
hepatitis 2 0 0 2 1
Bile duct proliferation 49 48 &6 50 49
‘clear cell focus . 10 12 7 15 13
eosinophilic cell focus .9 12 1 S a

(Repart Contirued)
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Project Summary Table
SUMMARY: [ncidence of NON-NEOPLASTIC Microscopic Fimdings

PROJECT ID. NO: KRO143 FATES: ALL

PAGE 43
DAYS : ALL SEX: MALE
GROUP = == mg/kg 0 mg/ky 5 mg/kg 15 ng/kg 50 wg/kg
WUMBER OF ANIMALS: 50 50 S0 50 50 -
* ¥ # [ § [
Liver ¥ Ex 50 $0 50 50 50
basophilic cell foocus 20 1% 13 17 16
necrosis 15 1n 18 14 15
hemorrhage 13 L 1" 1 8 o
pericuctal fibrosis/inflammat. 43 43 38 (¥4 46
pigment deposits 2 4 -3 7 8 :, .
peliosis 22 12 13 1% = T
extramedul Lary hematopoiesis 1 o 0 0 0 5
hepatocel lular vacuolation 1 0 0 2 ;
hepatocel(, fatty vacuolation 16 17 20 19 22 -
{eukocytostasis F4 9 7 2 B
lympho-histiccytic infiltr, 2 10 9 1 3 i
hyperemia / congestian 7 13 20 21 22
apoptaosis 3 2 4. 0
spongiosis 10 ¢ 9 15
regenerat, hepat. hyperplasia 22 17 16 14 29
capsular fibrosis 0 0 0 0 1
centrilobular hypertrophy 1 13 12 19 1%
Mallory bodies, intracytoplas. 1 0 1] 0 4]
eosinophilic infiler. o} 1 1 0 0
intravascular foreign material 0 0 0 0 1
granul oma 2 3 2 5 2
thrombosis 1 0 0 4 5
hepatocellular hypertraphy 1 0 0 0 0
deformed, herniated Lobe 0 2 0 1 1

lub.spinal cord, bore m, # Ex 47 &b L8 50 50
axon degeneration 27 15 4 9 7
ganglial cell degereration 0 1 0 0 [¢]
ectopic epidermoid cyst [ 1 0 0 0
granulomatous Tnflammacion [+] 0 1 0 0
red palacia ’ 0 o [+] 1 1
hemorrhage [ 4] 0 1 2
intravascular foreign wmaterial [+ 0 0 0 1
peri- / vasculitis 0 Q 1 0 4]
high cellularity 3 - - [+] 1 [+] 3
reactive hyperplasia 2 3 1 3 6

(Report Continued) — -
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Project summary Table
SUMMARY: Incidence of NON-NEQPLASTIC Hicroscopie Findings

PROJECT ID. MO: KEROVL3S FATES: ALL PACE 44
DAYS : ALL SEX: MALE
GRQUP: - wg/kg 0 wg/kg S mg/kg 15 mg9/ky 50 mg/kg
WUMBER OF ANIMALS: 50 50 50 S0 50 -
¢ " I # [
turg ¥ Ex 50 S0 49 S0 50
hyperesia / congestion 17 28 29 32 k14
lymoho-histiocytic infiltr. 5 9 4 5 9
slveolar hictiocytesic: 17 210 114 15 13
purulent bronchopneumonia 0 6 3 2 1 —
foreign-body granuloma 2 7 [ 2 2 -
intrasiveolar blood é 1 8 2 10 ) ’.':-—-:—
slveolar edema 2 1 1 1 0 B
pleuritis 0 1 ) 0 0 k
interstitisl fibrosis 2 1] 0 0 0 4
vascular calcification 7 1 3 4 0 -
cholesterol clefrs 1 1 0 0 1]
e ysema 8 9 9 13 10
eosinophilic infiltr, 0 0 0 0 1
granuloma 0 0 0 - 2 1
pigment in macrophages 10 5 8 9 ]
thrombosis 1 1] 1 1 [+]
bronch,-alv, hyperplasia 1 1 2 1 2
levkocytastasis 3 0 3 2 5
aspirated plant material [} -] 2 1 ]
intravascular foreign material 0 0 0 0 1
graruiomatous pheumonia Q 2 [1] o [+]
perivascular bleeding(s) 1 1 0 0 ]
lung ass.lym.no.non-protocol)® Ex 25 13 18 15 22
erythrophagocytosis -] 2 7 S 3
pigment depozits 3 1 1. 0 1. - - - -
sinus histiocytesis 1 ] 0 0 0
hemasiderosis 10 3 4 7 7
sinus plasmocytesis 0 1} 0 0 1
hyperemia / congestion 0 [} 1 2 1
blood resorbtion - ) 0 0 1 0
lymphoid depletion a -] [} 1] 1
granutocytic infiler., o 1 0 0 0
Sinsoidsl ecens 4} 1 o 0 o
{ymph recle oezent. ¥ Ex &3 [+.] &6 &7
sinus histiotytosis 3 2 3 7 1
‘ ersthrophasocytesis 1 1 2 1

(Report Contirued)
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Project Summary Table
SUMMARY: [ncidence of NOW-NEOPLASTIC Nieroscopic Findings

PROJECT ID. NG: EROY4S ) FATES: ALL PAGE 45
DAYS = ALL SEX: MALE
GROUP 2 ~- mg/kg 0 mg/kg 5wg/ka 15 sg/kg 50 wg/kg -
WUMEER OF ANIMALS: 50 . S0 50 S0 50
s ] # ] L)
Lymph node mesent, £ Ex 48 A3 46 47 48
" hemosiderosis 1 0 1 o 0
hyperenia / congestion [1] 0 2 0 0
mastocytosis 1 2 2 1 2 ——
cyst 0 0 1 0 0 -
plasmacytosis 1 0 0 0 0 -,; -
follicular hyperplasia 0 0 1 0 1 A
histiocytic nodule /7 granuloma 16 27 19 34 = _ E.
parafollicular hyperplasia 0 0 0 0 2 E
peri- / vasculitis 0 1} 1 0 0 i
lymphoid depletion 0 1] 1 2 1 R
sinusoidal edema / dilatation 0 '] 2 0 1
reactive hyperplasia 1 0 0 2 2
intravascular foreign material Q 0 0 0 1
recrosis 4] 1 0 0 0
lyophasdenitis 1 1 0 0 1}
bacterial growth 0 1 0 0 o
lymph mode submand, ¥ Ex 4% 49 49 50 48
erythroghagocytosis ) 2 3 2 2
hyperemia / corgestion 1 3 [ 2 6
eystic 0 1 0 0
hemosiderosis 1 5 1 1 0
plasmacytosis 17 21 10 22 22
follicular hypecplasia 1 6 [ 3 7
parafollicular hyperplasia ) 2 3. 2 5 - - - - -~
sinus histiccytesis 2 0 0 1 1
hemorrhage 1] 0 1] 0 2
pranulama 1 0 0 1 0
black pigment deposits 5 3 s 3 2
necrosis o 1 [1] 1 0 0
bacterial growth ] 1 V] 0 0
sinmoidal edema 0 0 0 0 1
lymphoid depletion 1 1] 0 1 ]
reactive hyperplasia 1 1 1 1 3
histiocytic nodule / grenuloma 0 - -0 0 2 0
intravascylar foreign waterial 0 0 o 0 1

(Report Cantinumed) e ’ ——
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Project summary Table
SUMMARY: Incidence of MON-MEOPLASTIC Microscopic Findings

PROJECT ID. WO: KRO143 FATES: ALL PAGE 46
DAYS : ALL SEX: MALE
GROUP = -- mg/kg 0 mg/kg 5 mg/kg 15 my/kg 50 wo/kg : -
MUMBER OF ANIMALS: 50 S0 50 S0 50
2 [ 2 E )
lymph nodes (non-protocol) #Ex § 7 7 0 2
erythrophagocytosis 1 [} 1 0 0
follicular hyperplasia 0 Q 1 0 0
hemosiderin deposits 0 o 0 0 1 -
hyperemia / congestion 0 0 1 0 '] ',
_ sinusoidal edema / dilatation ) 1 1 0 ) T -
. histiocytic nodule / granuloma 0 0 o] 0 1 B
r
4
nammary gland ¥ Ex 47 48 49 (4} 49
inflammation 0 0 0 1] 1 .
galactocele 2 1 2 7 0
hematoma 1 0 1, 0 1
pigment deposits 7 0 6 4 17
dilated ducts 4 0 0 1 3
lympho-histiocytic infiltr, 1 4] 1] 0 0
fat necrosis 2 V] 0 0 0
byperemia / comgestion 0 0 1] 0 1
leukocytostasis 0 0 [+] [+] 1
hyperplasia of Lipacytes 3] 0 1 0 0
epithelial hyperplasia "} 0 0 2 4
~asal/paranasal cavities ® Ex 49 48 &5 49 50
purulent inflamaation 5 4 5 [ 1
inhaled foreign material 3 3 H 5 8
non-purulent inflazmation 1 0 [ ()} [ ) ) -t
ot scoumsl ation 1 0 1] [+] 1
hyperemia / congestion 2 1 4 k] 16
mucosal caleification '] 0 0 1 0
goblet-cell hyperplasia 3 13 2 19 4
squamaus metaplasia 0 ] 4] 0 1
respir. epithel degen. 1 1 1 2 2
thrombosis 8 S [ 4 6
heoorrhage 0 1 0 0 /]
leukocytostasis o _ _ 0 0 0 1
{ympho-histiacytic infiltr, 0 Q [+] 0 2
squancgs cell hyperptasia 0 0 1 1 2
ostecklastic cstecmyelitis 1 ] 1 0 ‘0

{
{
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Project Summary Table
SUMMARY ;

Incidence of NON-NEOPLASTIC Microzcople Findinas

PROJECT 1D. NO: KROVLS FATES: ALL . PAGE 47
DAYS : ALL SEX: MALE
GROUP : ~- my/kg 0 m/kg 5 mg/kg 15 mg/kg 50 mg/kg
NUNBER OF ANIMALS: 50 50 so 50 50
[ # 2 2 L]
oral eavity (and teeth) ® Ex 50 50 %0 50 49
orolaryngeal & cesoph. ispact. 10 10 17 10 1
orolaryngeal granulomas 26 22 19 ral 28 —
purulent laryngicis 13 L] 15 16 1" -
lympho-histiocytic infittr. - 30 24 23 25 23 -
micosal erosion 0 ' 0 3 1 o
wucasal ulceration 2 0 o o 1 i
cystic secretory cuct dilat. 19 14 19 1% 15 2
laryngeal cartilage degererat. 18 16 18 18 19 -
larynges| submeosal edema 0 1 1 2 é
ranula 0 0 1 o 0 ’
goblet cell hyper-/metaplasia 0 0 0 Q 1
squamous cell metaplasia 0 0 0. 1 0
other tissues #Ex O 0 0 1] 1]
pancreas # Ex 4B 48 (3] 48 48
(ympho-histiocytic infiler. s 2 0 & &
increased apoptosis [} 1 0 [+] [+]
acinar cell atrophy 1 1] 4] 0 0
acinar cell hyperplasia 0 Q 0 ] 1
islet hemosigerasis 1 0 0 0 1
pigmnt deposits 0 1 [} 0 0
islet cell hyperplasia 7 & 0 3 0. ; _ . _
hvperemia / congestion 1 [+} 2 1] 4]
basophilic foars 0 1 0 1 0
peri- / vasculitis 1] 0 1 1] 0
ejema 2 [1] 4 [} 2
ehronic atrophic pancreatitis 17 % 16 20 22
ductal cell regeneration 7 14 15 19 18
mecrosis 0 1 0 1 0
intravascular foreign wmaterial /] o - o} (1] 1
ductal cyst 1 0 0 0 0
leukocyrostasis 0 . - 0 [+} a 1
acinar celt hypertroghy [1] [+ 1 0 "]
~ bacterial growth [4] 0 0 0 1
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SMHARY: Incidence of NON-NEOPLASTIC Microscopic Findings

PROJECT ID. NO: KRO143 FATES: ALL ) PAGE 48
DAYS 3 ALL SEX: MALE
GROUP -- wg/kg 0 my/kg 5ea/kg 15 wa/ky 50 wa/kg -
WUMEER OF ANIMALS: 50 50 50 50 50
[ ] ’ [ ] 2
parathyroid 1 #Ex 4 &0 39 36 40
hyperplasia 5 3 1 0 4
hypertrophy 1 2 0 0 1 .
lympho-histiocytic infiltr. 1 0 0 0 0
hyperemis / comgestion 0 0 0 1 ‘0 :_ -
B
. parathyroid 2 #Ex 36 15 32 28 38 'z'
hyperplasia 1 0 3 0 5 -
fibrosis 1 0 o 0 0
hypertrophy 0 0 0 [+] 1 -
lyrpho-histioeyrie infiltr. 1 (] 4] 0 0
hyperemin / congestion 0 0 0 1 a
penis #Ex O 0 o 0 0
pituitary FEx 46 43 46 45 A
hemoglobin /cholesterol clefts 0 0 1 ] 1
cavern / cyst &4 3 1 1 &
hemosiderosis 1 1 0 3 7
hemorrhage 2 3 1 0 &
pars distalis hyperplasia 7 [ [ 7 12
pars {ntermedia hyperplasia 0 0 0 0 2
hyperemia / congestion 0 0 1 0 3 - —_———
{eykocytostasis 1 o 0 [} 1
reactive hemopoe, hyperplasia 0 0 ] 0 1
intravascular foreign caterial 0 0 0 0 1

preputial gland # Ex

1 1 0 2 1

inflammation ] 1] 0 1 1
cyst 1 0 0 1 1
prostate # Ex 50 49 45 &9 50
hyperplasia 7 8 3 9 &
strophy &1 41 13 46 5
degoneration 1 0 0 0__ 0
inf lammat ion 10 7 9 10 8

(Report Continued)
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SUMMARY: Incidence of MON-NEOPLASTIC Micrescopic Findings
PROJECT ID. MO: KRO143 FATES: ALL - PAGE 49
DATS : ALL SEX: MALE
GROUP 3 -« mg/kg "0 my/kp 5 mg/kg 15 my/kg 50 mg/kg
MUMBER OF ANIMALS: ) 50 50 50 S0 50 -
¥ g . ¢ ’
prostate £ Ex 50 49 45 &9 50
edema 1 0 -] 1
fibrosis 0 0 2 0 0
levkoeytastasis 0 [+ 0 0 1 )
-
rectum #Ex 49 49 48 50 8 oo
nematodes 1 Q 1 "} 0 E
Lymphocytic hyperplasia 0 0 0 3 1 g
fat necrosis 1 0 0 0 [+] -
mxosal atrephy [ ] 0 1 0

salivary gld. parot, # Ex

48 &7 4%, 50 48
interstitial fibrosis 0 1 0 1 1
acinar necrosis 1 0 (1] 0 0 .
Lobular atrophy 1 1 1 1 1
edenrs 1 1 0 0 0
periglandular inflamation H 1 0 0 1}
lympho-histiocytic infiltr. 1 0 0 0 [/]
basophilic focus 1 1 2 1 0
intravascular foreign materiasl Q 0 o] 0 1
salivary gld. submand, ¥ Ex &3 49 50 50 49
Lobular atrophy 0 1 0 0 0
pér'igllrr.lullf fnflammation 1 0 _0 0 0 A i} . U
Lymphe-histiocytie infiltr, 0 (4} 1 1] 2
®uCOUs aciner hyperplasia 0 0 0 1 0
serous acinar hyperplasia 1 1 k1 2 2
basophilic focus ] 0 3 0 Q
seminal vesicle 2 Ex 50 50 45 49 50
hyperplasia 2 0 0 0 2
atrophy 41 40 72 73 ' &4
inflaomation 5 - . 0 1 0 0
fibresis 9 7 5 7 10
levkecytostasis '] 0 0 0 1
—— e
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~ Project Summary Table
SUMMARY: Incidence of NON-KEOPLASTIC Nicrescopic Findings

PROJECT ID. NO: KRO143 . FATES: ALL
DAYS : ALL SEX: MALE

- PAGE 50

GROUP: - mg/kg 0 my/kg 5wa/kg 15 mgskg 50 ma/kg
NUMBER OF ANIMALS: 50 50 50 50 50

skeletal muscle quadriceps ¥ Ex 50 50 50 50 50
tiyodegeneration
lympho-higtiocytie infiltr.
bacterial growth
lewkocytostasis )
intravascular foreign material

00O 0 O W
D GO - -0
L~ - I - T - I - ]
D - o0 00
-0 O 00O

—a

skin - ¥ Ex
dermatitis
deraal fibrosis/calcif.
ulecer
abscess
epithelial cell hyperplasia
hemorrhage
hyperemia / congestion
orthokerat. hyperkeratosis
lympho-histiocytic {nfiltr.
ostitis / osteomyelitis
epidermal =yst

&~
<

S

[=]

u

(=]

f )

-]

w

(=]

1
" ey

- D ek ek ek e OO - 4w
0O O 0 Q00 = 400N
O 00 D0D D4 a0 a0
N E-E- - R E-E
o 00 00 00 A~ 0 0O —-

spleen ' & Ex 50 49
extramedu(lary hematopoesis 16 18
hem.siderosis 10 20
chronic perigplenitis
fibrosis

P = A
O W o
NN
-

& 8
3 [
‘hemorrhagic hecrosis 4 2
hemorrhage ] 3
lymphoid atrophy 0 2
follicular hyperplasia 0 1
parafollicular hyperplasia 1 5
hyperemia / congestion 24 20
reticulum cell hyperplasia
splenitis
reactive hyperplasis
serosal eyst
Lympheid depletion
intravascular foreign material

’ ~
wuovonFfrnuwoabusrIUS

4
7
-3

1

1

4

:
23 27
2

0

3.

[¢]

0

0
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Project Summary Table
SUMMARY: Inciderce of NON-NEOPLASTIC Microscopic Findings

PROJECT ID. MO: KRD1L3 FATES: ALL N PAGE S9
PAYS 2 ALL SEX: MALE
GROUP: -~ ng/kg 0 ng/kg 5 mg/kg 15 m3/kp S0 my/kyg
NUMBER OF ANIMALS: 50 50 50 .50 50
4 ] -4 ] ¥
tail ¥ Ex 1 0 0 1] 0
necrosis 1 0 0 0 (]
het
Testis 1 #£Ex 50 49 50 50 50 -
tubular degeneration 1 1 0 4] /] i
. tubular atrophy 46 43 42 &b 43 r
Leydig cell hyperplasia 11 20 1% 14 9 z
" lymphoshistiesytic infiler. 0 1 1 o |
spermatocele 0 0 0 0
oligospermia 1 0 1 0
tubular calcification 25 16 25 30 30
aspermia 1} 0 0 1] 1
hemorrhages 1 0 3 3 6
hyperetnis / congestion 1 4} [+] ) 0
Leydig cell pigmentation 1 1 0 0 0
granulomatous infleemation 0 1 1 5 &
recrosis 0 0 1 ] 0
testis 2 # €x 50 49 50 49 S0
tubular degeneration 0 0 1 1 0
tuwlar atrophy 46 43 &2 &2 42
Leyuig cell hyperplasia 10 17 1C 12 9
lympho-histiocytic infiler, 0 1] 1] 1 0
oligospermia - ) 1 0 0- 1 0- ) - ) T
tubular calcification 19 17 24 28 28
aspermia 0 [4] 0 0 1
hemorrhages 1 0 1 2 -7
hyperemis / congestion 1 0 4] 3 0
Leydlig cell pigmentation 1 1 0 1 0
gramulomatous inflammation 0 3 2 5 3
necrosis 0 1 0 0 0
thorac.spinal cord, bone m. # Ex 49 * Tso 49 50 50
axon degeneration 2 1 1 1 2
red malacia 0 0 Q 1 1
hemor rhage 0 0 0 1 1
osteomyelofibreris 1 0 0 o (i} -
peri- f vasculitis 0 Q 1 0 0

(Repart Contirued)
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Project Summary Table
SUMMARY: Incidence of NON-WEOPLASTIC Microscopic Findings

PROJECT ID. MHO: KRO143 FATES: ALL - PAGE 52
DAYS & ALL SEX: MALE
GROUP 2 = mg/ky 0 mg/kg S ma/ky 15 wgrkyg S0 mg/kg
NUMBER OF ANIMALS: 50 50 S0 50 S0
£ ] L] # ¥
thorac.spinal cord, bone m. # Ex 49 50 49 50 50
intravascular foreign material 0 0 0 1
high cellularity 3 0 1 0 3 —_—
reactive hyperplasia 2 3 1 3 ] .
-
thoracie cavity tEx 1 ()} 1 1 2 5
- r
pleuritis 0 0 0 1 1 Fd
thymus ¥ Ex 4% &4 44 43 40

invelution

3
ey
w
o
w
-
&~
o
w
L

epithelial hyperplasia 2 2 2 - 4 3
hyperemis / congestion 3 5 1 & 3
peri- / vasculitis 1] 0 1 0 0
agonal bleeding 1 2 5 1 0
edema 1 1} 0 0 0
brown fat tissue 2 0 0 1] 0
bacterial growth 0 1 0 ] 0
reactive hyperplasia [} 0 0 0 1
pleuritis 1 0 0 0 0
necresis 1 0 o] 0 D
thyroid 1 ¥ Ex 48 48 4B [4:] 45
follicular cell activation 2 18 V4 n 9 - . . - -
hyperemia / congestion 0 2 4 4 [
large follicles 2 a 0 4] 1
C-cell hyperplasia, diffuse 0 7 15 18 2
follicular cell hyperplasia 1 3 "] 1 &
branchiogenic cyst - 2 2 1 3 2
cystic follicle 0 [+} 0 1 1
lyrpho-hictiocytic infiltr, 1 1] 0 <] 4}
C-cell hyperplasia 12 14 5 10 1
thyroid 2 ¥ Ex &b &7 &7 (%A ol
follicular cell activation 2 19 15 n g
hyperem-a / coangestion - 0 2 [A 4 )
large follicles 1 ] c o__ 0 —
C-cell hyperpiasia, diffuse 0 8 16 16 2
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Project Summary Table
SLMHUARY:  Incidence of NON-NEOPLASTIC Microscopic Findings

PROJECT ID. NO: KRO14S FATES: ALL - PACE 53
DAYS @ ALL SEX: MALE
GROUP = = mg/kg 0 mg/kg 5 mg/ky 15 mg/kg 50 mg/kg -
NUMBER OF ANIMALS: S0 50 50 50 50
L # [ ¥
thyroid 2 ® Ex 46 47 47 [73 44
follicular cell hyperplasia 1 1 1 1 2
branchiogenic eyst 0 0 0 D
cystie follicle 1] 0 +] 0 1 -
intrace(lular colloid storage Q 0 0 ¢} 1
C-cell hyperplasia 4 9 ¢ 12 3 - .
k
r
tibia # Ex 49 49 50 50 50 Z
hemorrhage 0 3 1 2 0 ’
necrosis 0 0 1 0 1] -
esteamyelofibrosis 2 1] 0 0 4
granulomatous inflammation 1] 1 0 0 1
panrus formation / callus 4] v} Q 0 1
bane marrow atrephy o 1] 1 0 0
high cellularity 5 0 1 0 2
 subchondral cystoid defect 0 [1] 0 0 1
reactive hyperplasia 2 10 5 3 &
intravaseular foreion material 0 0 0 0 1
tongue ¥ Ex 49 50 50 50 50
inflammation 1 0 1 0 Q
peri- / vaseulitis 2 1 1 1 1
syodegenerstion 1 0 0 0 0
hyperkeratosis 0 0 1] 0 1
vaseular caleitication 48 ol 40 &b & - - N - .
lympho-histiocytic infiltr, 0 4] 1 0 ]
intravascular foreign materisl 0 0 0 1] 1
trachea TOWEX 49 50 50 49 49
intraluminal blood 0 0 1 0 0
ureter ' ’ ®#Ex O o] 0 0 0
urinary bladder . # Ex SO. g0 L7 50 £1-
*pithelial hyperplasia z [1} 0 c 0
acute cystitis 1 [} 1 0 - -0 —

’ ) (Report Continued)
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Project Summary Table
SUMMARY: Incidence of NON-NEQPLASTIC Micrescopic Findings

PROJECT 1D, NQ: KRO14L3 FATES: ALL PAGE 54

DAYS : ALL SEX: MALE

GROUP ¢ == my/kg 0 mg/kg 5 maskg 15 »g/kg 50 mg/kg

NUMBER OF ANIMALS: 50 50 50 S0 50

# & # ¥ ]

urinary bladder ¥ Ex 50 50 47 50 [14
lympho-histioeytie infiltr, 0 1 1 0 2
edetma 2 5 1 S [3 -
proteinaceous plug 4] 3 2 3 1} -
sub-, mucosal bleeding 0 0 0 0 1 P
dilatation 0 S 1 2 7 R
residuals of sediment 0 T 2 0 0 E
leukocytostasis 1} D 1 [ 2 £

(End of Report)
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Project Summary Table
SUMMARY: Incidence of NON-NEOPLASTIC Ni::r:oscopic Findings

PROJECT 1D. NO: KRO143 FATES: ALL T PAGE 55
DAYS : ALL SEX: FEMALE
GROUP : -~ mg/kg 0 my/ky Smg/kg 15 mg/kg 50 mg/kg -
NUMBER OF ANIMALS: 50 50 50 50 50
-4 £ ? [ #
sbdaminal cavity #Ex O 0o 0 2 1
peritonitis 0 1] 0 1 1
foreign material 0 [} 0 0 1
-
adipose tissue # Ex 1 3 ] T
mecrosis 1 0 0 0 k
chrenic steatitis 0 1 1 2 0 - E
adrenal 1 . ¥ Ex 46 50 49 50 S0
cortical fat vacuoles 10 [} 4 é 9
cortical hyperplasia 22 10 [ 7 5
cortical npecrosis 0 0 2 0 1
hemorrhage ) 3 2 4 2 3
blood-filled cyst 9 4 4 2 9
pigment deposits 30 11 1 21 20
extracapsular hernia 0 (1] 1] 0 1
extracoertical nodule 5 2 &4 3 4
lyophe-hictiocytic infiler. [+] 0 0 0 1
cortical atrophy / necresis 1} 1 0 0 0
hyperemia / congestion 5 ¢ 8 16 16
agonal bleedings 0 1 1 0 0
purulent adrenalitis 0 0 0 0 1
mechullary hyperplasis n 5 3 3 7
leukocytastasis 1 0 1 S 2 B _ R
adrenal 2 # Ex 46 50 [ 50 50
cortical fat vacuoles 10 4 7 5 k4
cortical hyperplasia 17 14 3 3 v
cortical necrosis . o 1 2 0 1
hemarrhage ] 3 3 1 4
blood-fil{ed cyst 5 2 2 5 é
pigment deposits n 13 10 20 17
extracapsular hernia 0 [} 0 0 1
extracortical nodule 2 T T 2 2 4
lympho-histiocytic infiler. [} [} 0 0 1
cortical atrophy / nmecrosis 2 1 Q 0
hyperemia / congestion 4 9 B 16 16
agonal bleedings 1} 1 1 0

(Report Contirwued)




